REMARKS 

Rejection Under 35 U.S.C. §1 12.first paragraph 

The Examiner alleges that the specification does not reasonably provide enablement 
for the treatment for all diseases mediated by raf kinase. In making a non-enablement 
rejection, it is incumbent upon the Patent and Trademark Office to provide reasons as to why 
enablement is insufficient (See M.P.E.P 2164.04). The courts have placed the burden upon 
the PTO to provide evidence shedding doubt on the disclosure that the invention can be made 
and used as stated; see, e.g., In re Marzocchi, 439 F.2d 220, 169 U.S.P.Q 367 (CCPA 1971) 
The disclosure must be taken as in compliance with the enabling requirement of the first 
paragraph of § 112 unless there is reason to doubt the objective truth of the statement 
contained therein. See In re Marzocchi, supra. Applicants maintain no such evidence or 
reason for doubting Applicants' disclosure is provided. 

The compounds claimed are shown to be active in inhibiting raf kinase and the 
method of treatment claims herein (claims 74, 80, 81, 87 and 93) encompass cancers which 
are mediated by raf kinase. With this functional limitation, the method of treatment claims are 
commensurate in scope with the enabling disclosure within the specification. No evidence has 
been presented that any of these compounds would not be effective for treating a disease 
which is mediated by raf kinase . With this functional limitation, applicants clearly do not 
claim that the compounds recited will treat cancers of all types. 

Additionally, "the [enablement] requirement is satisfied if, given what they [, those or 
ordinary skill in the art,] already know, the specification teaches those in the art enough that 
they can make and use the invention without 'undue experimentation.'" See Amgen v 
Hoechst Marion Roussel, 65 USPQ2d 1385 (CA FC 2003). It would at most involve routine 
experimentation, if any at all, for one of ordinary skill in the art to use any of the compounds 
claimed to treat a disease meditated by raf kinase. The specification teaches how the claimed 
compounds can be used for the preparation of pharmaceuticals and how such compounds can 
be administered. The current application's specification even goes further in providing 
guidance to one of ordinary skill in the art as to dosages to be administered. 

Doubt has been held reasonable where, for example, the invention has been characterized 
as "highly unusual," In re Houghton, 433 F.2d 820 (CCPA 1970), as "incredible," In re Citron, 
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325 F.2d 248, (CCPA 1963), or as "too speculative," In reEltgroth, 419 F.2d 918 (CCPA 1970). 
Because the compounds have been found to inhibit raf kinase, treating diseases mediated by raf 
kinase is not objectively doubtable, i.e., not "highly unusual," "incredible," and/or "too 
speculative." 

The court in Wands, further held that the test is not merely quantitative, since a 
considerable amount of experimentation is permissible, if it is merely routine, or if the 
specification in question provides a reasonable amount of guidance with respect to the 
direction in which the experimentation should proceed. 

Applicants submit that the entire scope of claims 74, 80 , 81, 87 and 93 is enabled for 
the reasons discussed above. 

Rejection Under 35 U.S.C. §112. second paragraph of claim 68 

Claim 68 is intended to encompass the five compounds individually as well as 
mixtures thereof. The language "one or mOre" of makes this clear. The language proposed, 
"A compound selected from" does not encompass mixtures of the five compounds recited in 
the claim. 

Rejection Under 35 U.S.C. §103 in view of WO 99/32463 
The broad scope of formula I below, 

O 

x 

B-NH^^NH-A 

on pages 7-10 and claim 1 of WO 99/32463 does encompass the five compounds recited in 
claims 68 and 74; however these compounds are not obvious in view of this broad disclosure 
in that to arrive at these compounds, one skilled in the art must not only make the proper 
selections for the moiety A and the substituents that appear on moiety A ( t-butyl, chlorine, 
methoxy and/or trifluoromethyl), this moiety must be paired with one of the following 
groups for moiety B 



3 



C(0)NHMe 




C(0)NHMe 



C(0)NH 2 




C(0)NHMe 



To obtain these structures it is necessary to make the following selections: 

1) B is phenyl, 

2) B is substituted once by Q-Ar, 

3) Q is oxygen, 

4) Ar is phenyl or pyridinyl, 

5) Where Ar is phenyl, it is substituted twice by Z, 

6) Where Ar is pyridinyl, it is substituted once by Z, 
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7) One Z is -C(0)NR 7 R 7 , the second Z is methoxy, 

8) One R 7 is hydrogen, and 

9) The other R 7 is hydrogen or -CH 3 . 

There is no direction in the broad teachings of WO 99/32463 to make all of the 
selections necessary to arrive at these compounds such that they are structurally unobvious. 

In addition, there is no evidence of motivation to make the selections necessary to 
arrive at the compounds recited in claim 68 . The compounds of claim 68 are found to be 
active in inhibiting rat kinase whereas WO 99/32463 teaches that the compounds of general 
formula I are effective in treating p38 mediated diseases. In view of the distinct activity, the 
specific teachings of WO 99/32463 provide little if any direction to lead one skilled in the art 
to the five compounds recited in claim 68 and so they are clearly unobvious. 

The methods of claims 74, 80, 81 87 and 93 are directed to treating raf mediated 
diseases whereas WO 99/32463 teaches that the compounds of formula I therein are effective 
inhibitors of p38 and are useful in treating diseases mediated by p38. There is no evidence 
that the compounds of formula I are raf inhibitors and it would be not be obvious to employ 

( 

inhibitors of p38 in treating diseases mediated by raf kinase. Therefore, the rejection of these 
claims under 35 U.S.C. §103 is untenable. 

Double Patenting Rejection 

Copending application 10/042,203 does not contain original claim 1 and is directed to 
pharmacuetically acceptable salts of the urea compounds recited in claim 68 (see APPENDIX 
A) . There is no evidence to support the provisional obviousness type patenting rejection and 
therefore, applicants submit the rejection should be with drawn. 

This application, copending application Serial No. 10/042,203 filed January 11, 2002, 
and copending application Serial no. 10/042,226, filed January 11, 2002, were all filed 
without claiming benefit of the earliest possible priority to which they could have been 
entitled, i.e., that claimed in PCT publication WO 00/42012. These applications are drawn to 
commercially important subject matter whose patentability is especially clear and especially 
clearly does not need the benefit of such priority. In light of forgoing priority, the current and 
the other application(s) will, upon issuance, produce patents thus having 20 year terms 
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starting and ending later than they would have if priority were not forsaken. 

Furthermore, the reason for the preliminary amendments was to limit this application 
to such especially clearly patentable subject matter. 

The Commissioner is hereby authorized to charge any fees associated with this 
response or credit any overpayment to Deposit Account No. 13-3402. 
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